


Incubations were conducted three times for this study. In the initial incubations, (I) 
phenacetin was added in the incubations for the evaluation ofCYP2A6 and incubated for 
10 minutes instead of 30 minutes; (2) coumarin was added in the j~~~bat~ons for the 
evaluation of CYPlA2 and incubated for 30 minutes instead of 10 mmutes; and (3) no 
substrate was included in the incubations containing 30 ,RM metaxalone for the 
evaluation of CYP2B6. In the second inhibition, CYP3A4 activities :in incubations 
containing ketoconazole failed to meet the criterion set in the protocol. Data generated 
from the failed or erroneous incubaiions are filed with .the study d~ume~~atiou and not 
reported here. 

Positive Control 

CYP3A4 activity in pooled human liver microsomes was ~hamct~~~d by the formation 
of 6P-hydroxytestosterone from testosterone. The mean specific activity of CYP3A4 in 
the positive control samples treated with 1 @ I ketoco,nazole was <13.50/u and Cl 1.8% 
(Table 1) of the mean specific activity in the corresponding vehicle control (VC) in the 
inSa and third incubations, respectively, which meets the criterion stated in the protocol, 

CYPlA2 

CYPlA2 activity in pooled human liver microsomes was charaoterized by the formation 
of acetaminophen from phenacetm. The mean CW 1 A2 ac$ivities in samples treated with 
metaxalone at, the concentrations of 0.3, 1,3,30, and 100 FM were 97,2,92.3,90.3,89.8, 
and 82.0% of the mean CYPlA2 activity in the VC, respectively (Table 2). Metaxalone 
inhibited CYPlA2 activity in a dose-dependent pattern. The I@0 value is greater than 
100 FM since the inhibition was’ only 18% at the concentration of I00 PM, No 
chromatographic interference fram metaxalone was detected with the assai method (data 
not shown). 

CYP2A6 

CYPZA6 activity in pooled human liver microsomes wascharacterized by the formation 
of 7-hydroxycoumarin from coumarin. The mean CYP2A6 activities in samples treated 
with metaxalone at the concentrations of 0.3, 1,3, 30, and 100 nl!+ were 96‘9, 95.7, 102, 
107, and 94.8% of the mean CYP2A6 activity in the VC, respectively (Table 3). The 
decreas in CYP2A6 activity observed in the presence of 0.3, 1, and 100 j~n?i metaxalone 
was not statistically signifixcant @XI,OS, unpaired two-tailted t test). Therefore, 
me&&one did not inhibit CYP2A6 acnvity in pooled ham liver microsomes under the 
conditions tested. No chromatographic interference from metaxalone was detected with 
the assay method (data not shown). 



CYP2BL 

CYP2B6 activity in pooled human liver microsomes was characterized by the formation 
of nirvanol from S-mephenytom. The mean CYP2136 activities in skmpfes~ treated’with 
metaxalone at the concentrations of 0.3, .l, 3,30, and 100 PM were 90.2, $9.5, 90.6,96.6, 
and 83.7% of the mean CYPZB6 activity in the VC, respe&iveiy (Table 43. The decrease 
of CYP2B6 activity following tieatment with metaxalone tit the ~on~~n~at~o~ of 1 and 
30 PM was not statistically sign&ant oI>o.OS; unpaired two~tailed t test). The maximal 
inhibition observed at ,100 PM of metaxalone was l6,3*?. No ~~o~to~aphi~ 
interference fram metaxa-lone was deteGted with the assay method (data not: shown). 

CYP2C8 

CYP2C8 activity in pooled human liver microsomes was characterized by the formation 
of 6-hydroxypaclitaxol from paclitaxol. The mean CyP2C8 ac&vities in samples treated 
with metaxalone at the concentrations of 0.3, 1, 3, 30, and 100. $vI were 92.7, 103, 109, 
101, and 97.8% of the mean CYPZCS activity in the VC, respectively (Table 5). The 
apparent decrease of CYPZCS activity following treatment : With me&x&one at the 
concentrations of 0.3 and 100 @14 was. not statistically si~~~~t @X1.05; unpaired two- 
tailed t test). Therefore, rnetaxakne did not inhibit CYPZCS activity m pooled human 
liver microsones under the conditions tested. No c~~matograp~~ inrerference fsom 
metaxalone was detected with the assay method (data not shown), 

CYP2C9 

CYP2C9 activity in pooled human liver.mierosomes was ~~aracte~~~ by the formation 
of 4’-me~~lhydro~~o~bu~de from toibutamide. The mean CYRXP activities in 
saknples treated with metaxalone at the concentrations ofO.3, 1, 3, 30, and IO0 PM were 
81.4, 81 A, 81.2, 91 .O, and 87.4% of the mean CYPZCP activity in the VC, respectively 
(Table 6). The apparent decrease of CYP2CP activity following treatment with 
metaxalone was not statistically significant QH.I.05; unpilired bobtailed t test). 
Therefore, metaxaione did not inhibit CYP2CP activity in pooled human liver 
microsomes under the conditions tested. No ehromato c interference from 
metaxalone was detected with the assay method (data not shown), 

CYP2C19 

CYPZC19 activity in pooled human liver mierosomes was ~~ara~te~zed by the formation 
of 4’-hydroxymephenytoi tium ~-rne~~en~o~n. The mean CYP2ClP activities in 
samples treated with metaxalone at the concentrations of0.3, 1, 3, 30, and 100 PM were 
84.6, 67.0, 67.7, 63,8, and 64.9% of the mean CYP2C19 activity in the VC, respectively 
(Table 7). Therefore, metaxalone Inhibited CYl?E 19 activity in pooled ,human liver 
microsomes under the conditions tested. The inhibition ranged-.f?orn 15.4% to 36.2%. 
The lC50 value is greater than 100 PM. No. ~~ornato~~~ph~c interference from 
metaxalone v+qs detected with the assay method (data not shown). 



CYF2D6 

CYP2I36 activity in pooled human liver irnicrosomes was ~bara~~~z~d by she formation 
of dextrorphan from dex~ometbo~h~. The mean CYP2DS activities in” samples treated 
with metaxaione at the concentrations of 0.3, 1, 3,30, and WO,@M were 81.3, 84.2, 89.3, 
85.1, and 85.9% of the meaJn CYPZ36 activity in the VC, respectively (Table 8). 
Therefore, metaxalone inhibited CYP2D6 activity in pookd human liver microsames 
under the conditions tested. The i~i,b~tion ranged fram 10.7% TV 18.7% and was not 
dose-dependent. No chromatographic interference from m&ax&one was detected with 
the assay method (data not shown). 

CYP2El 

CYP2El activity in pooled human livgr microsames was characterized by the formation 
of 6-hydroxychlorzoxane from chlorzoxazone. The mean GYP2EJ. activities in 
samples treated with metaxalone at the concentrations of 0.3, 1, 3, 30, and 100 PM were 
83.3, 84.0, 88..6, 86.1, and 87.2% of the mean CYP2EI activity in the VC, respectively 
(Table 9). Therefore, metaxalor-re inhibited CYP2El’ activity in pealed human liver 
microsomes under the conditions tested. The inhibition ranged from 11.4% to 16.7% and 
was not dose-dependent, No chrom&ographic inter&-ence from metaxalone was 
detected with the assay method (data not shown). 

CYP3A4 

CYP3A4 activity in pooled human liver rniqosomes was ch~a~t~~~ed by the formation 
of 6Plhydroxytestosteron& from testosterone. The mean CYP3A4 a&vi&s in sampies 
treated with metaxalone at the concentrations of 0.3, 1, 3, 30, and 100 FM were 87.1, 
88.1,90.0, 85;2, and 80.3% of the mean CYP3A4 activity in the VC, respectively (Table 
10). Therefore, me&x&one inhibited I CYP3A4 activity in pooled human liver 
microsomes under the conditions tested. The inhibition ranged Born IO&% to 19.7%. 
No chromatographic interference from’ metaxalone was detected with, the assay method 
(data not shown). 

C.omdusions 

Metaxalone inhibited activities of CYPlA2, CYP2B6, CYPZCX9, CYP2D6, CYF2E1, 
and CYPJA4 in human liver microsomes. The inhibition r.~g~.frorn~ 12,&% (CYP2El) 
to 3 5.1% (CY P2C 19) at the concernration of 100 ,uM, 

Metaxalone did not inhibit activities of CYP2A6, CYP2C8, and CYPZC9 in human liver 
microsomes. 


